To the Editor: The noted physiologist John T. Shepherd was an advocate of both human and animal studies to address key issues in biology and felt that even when the results differed they should be considered in a complementary way. Dr. Shepherd had multiple examples of concepts from animal studies that were either confirmed in humans or, where important species differences were seen, such differences elucidated key principles about regulation and integration. He had ready examples of observations in humans that opened new lines of investigation that required animal studies for further exploration. He also taught (cautioned?) his research fellows that observations from animal studies and isolated tissue or organ preparations should never be reflexly seen as "definitive."
Perhaps his favorite example of a "wrong turn" caused by over reliance on observations from isolated tissue preparations related to the finding in the human (made in the 1950s) that brachial artery injection of acetylcholine caused massive forearm vasodilation unexplained by any known mechanism (1). This finding could not be "confirmed" in isolated blood vessel studies in an era when the vascular endothelium was routinely removed from blood vessel preparations so that the vasoactive substance of interest had better "access" to the vascular smooth muscle, so it was generally either ignored or discounted for "technical reasons" (1, 3) . In this context, Dr. Shepherd occasionally wondered how much sooner "EDRF" might have been discovered if the data from isolated vessels had been viewed more skeptically than the "less definitive" observations from the intact human. This is just one example of where the scientific community undervalues observations in humans at its own risk.
